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Claims 1-2 (Cancelled). 



Claim 3 (Currently amended): A method of deteimining whether a compouhd modulates 

insulin receptor activity, comprising comparing using a processor all or part of the! structure of 
the compound to all or part of the fitted quaternary structure of insulin receptor to ^determine 
whether h ow the compound interacts with the insulin receptor, the comparing stepj comprising: 

i 

a} providing a computer program on the processor, the computer program including 

structural coordinates defining a ligand binding site conformation including at least one 
residue from monomer A in Table 1 and at least one residue from, monomer B in Table 1, 

i 

the ligand binding site defined by the approximate amino acid intersidechain distances 
listed in Table l[[,]1i _ wh e rein t he program displays displaying all or part ojf t he fitted 

quaternary structure of the insulin receptor including the ligand binding site; 

i 

b) comparing the structural coordinates of the compound to the structural coordinates of the 

i 

ligand binding site and determining whether the compound fits spatially into the ligand 

} 

i 
I 

binding site; 

wherein if the compound fits spatially into the ligand binding site, n ext determiniiig whether the 
test-compound modulates insulin receptor activity by determining if the test-compound 

i 

agonizes insulin receptor activity in an insulin receptor activity assay. 

i 
i 
I 

Claims 4-5 Cancelled : 
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Claim 6 (Previously presented): The method of claim 3, wherein the fitted quaternary 
structure of insulin receptor comprises substantially the entire fitted quaternary structure of 
insulin receptor. j 

i 
i 

i 

Claims 7-8 (Cancelled). \ 

i 

i 

Claim 9 (Currently amended): A method of determining whether a compound modulates 

» 

insulin receptor activity, comprising comparing using a processor all or part of the structure of 
the compound to all or part of the fitted quaternary structure of insulin receptor to ^determine how 

the compound interacts with the insulin receptor, the comparing step comprising: ! 

i 

a) providing a computer program on the processor,, the computer program including 

structural coordinates defining a ligand binding site conformation including at least one 

t 

; 

residue from monomer A in Table 1 and at least one residue from monomer B in Table 1, 

the ligand binding site defined by the approximate amino acid coordinat e s b tersidechain 

] 

distances listed in Table wherein t he program d i sp l ays displaying aljl or part of t he 

j 

fitted q uaternary structure of the insulin receptor including the ligand binding site; 

j 

fe) comparing the structural coordinates of the compound to the structural coordinates of the 

ligand binding site and determining whether the compound fits spatially into the ligand 
binding site; j 

wherein if the compound fits spatially into the ligand binding site, n ext determining whether the 

test-compound modulates insulin receptor activity by determining whether [the test 

j 

compound antagonizes insulin receptor activity in an insulin receptor activity assay. 



PAGE 4/1 1 T RCVD AT 12/9/2005 1:47:15 PM [Eastern Standard Time] » SVR;USPTO-EFXRF-6/28 ' DN1S:2738300 ' CSID:5152881338 " DURATION (mm-ss):03-20 



BEST AVAILABLE COPY 



12/CT9/05 FRI 13:48 FAX 5152881338 



MCKEE VOORHEES & SEASE 



©005 



Claim 10 (Cancelled). 



Claim 1 1 (Currently amended): A method of determining whether a compound modulates 
insulin receptor activity, comprising comparing using a processor all or part of thej structure of 

i 

the compound to all or part of the fitted quaternary structure of insulin receptor to idetermine how 

| 

the compound interacts with the insulin receptor, the comparing step comprising: [ 

i 
i 

a) providing a computer program on the processor, the computer program including 

i 

structural coordinates including at least one residue from between amino aiids 250 to 280 
of SEP ID NO: 16 F igure 12 and at least one residue ftom the Li surface iij Table 2[[J]; 
wher e in t he program displays displaying all or part of t he fitted quaternary {structure of the 

i 

ligand binding site i nsulin receptor including the residues: j 

b) c omparing the structural coordinates of the compound to the structural coordinates of at 

i 

l e ast one r e sidue betw ee n amino acids 250 to 2 8 0 ofS fi( H£> - NO;t6 the residues and 

! 

determining whether the compound interacts with the gesidtte residues; ; 

! 
I 

wherein if the compound fits spatially between the residues, n ext determining whether the test 

i 

compound modulates insulin receptor activity by determining whether the 4est-compound 
agonizes insulin receptor activity in an insulin receptor activity assay. 



Claim 12 (Cancelled), 



Claim 13 (Currently amended): A method of determining whether a compound modulates 
insulin receptor activity, comprising comparing using a processor te-a©t*pa*e-aU or part of the 
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structure of the compound to all or part of the fitted quaternary structure of insulin receptor to 

i 

determine how the compound interacts with the insulin receptor, the comparing st£p comprising: 

i 

a) providing a computer program on the processor, the computer program including 

structural coordinates including at least one residue between amino acids 2j50 to 280 of 

SE P ID NO: 1 6 F igure 12 and at least one residue from the LI surface in Tfible 

i 

2[[,]] wh e r e tn; the program displays displaying all or part of t he fitted quaternary structure 
thegeo fof the insulin receptor including the residues : j 

b) -comparing the structural coordinates of the compound to the structural coordinates of the 

j 

at-leas t one residue botw eefr^w- ^ - acids 250 to 2 8 0 of SEQ ID NO:16 r esidues and 

i 
i 
i 

determining whether the compound interacts with the r e sidue r esidues : 

i 

wherein if the compound fits spatially between the residues, n ext determining whqther the test 
compound modulates insulin receptor activity by determining whether the test-compound 

i 

antagonizes insulin receptor acti vity in an insulin receptor activity assay. ; 

i 
i 
j 
i 

i 

Claim 14 (Cancelled). ; 

Claim 15 (Previously presented): The method of claim 3, wherein the insulin ijeceptor is 
bound to insulin. 



Claims 16-19 (Cancelled). 

Claim 20 (Previously presented): 
bound to insulin. 



The method of claim 9, wherein the insulin receptor i$ 
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Claim 21 (Previously presented): 
bound to insulin. 

Claim 22 (Previously presented): 
bound to insulin. 



The method of claim 11, wherein the insulin (receptor is 



The method of claim 13, wherein the insulinireceptor is 



Claim 23 (Currently amended): The method of claim 11, wherein the at least! one residue 

i 

between amino acids 250 to 280 of & BQ ID NQ1I6 Figure 12 comprises at least oijie residue 
selected from the group consisting of Lys265, Lys267 > Asn268 5 Arg270 > Arg271 aind Gln272. 



Claim 24 (Currently amended): 



The method of claim 13, wherein the at least! one residue 



between amino acids 250 to 280 of SEQ ID N O^^Fi gure 12 comprises at least oAe residue 

i 

selected from the group consisting of Lys265 5 Lys267, Asn268., Arg270 3 Arg271 aind Gln272. 

i 

j 

i 

Claim 25 (Cancelled) • 
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